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APPROVAL LETTER



ANDA 81-051/S-009, S-011, S-012, S-013

Mikart, Inc.

Attention: Cerie B. McDonald -
1750 chattahoochee Avenue, N.W. ST
Atlanta, GA 30318-2112

IlllIl“lllll"lIll“IlI|lll|lIlll"lll"llll"l_llll

Dear Madam:

This is in reference to your supplemental new drug applications
dated September 6, 1995, submitted pursuant to 21 CFR 314.70,
regarding your abbreviated new drug application for Hydrocodone °
Bitartrate and Acetaminophen Elixir, 7.5 mg/500 mg per 15 mL.

Reference is also made to your amendments dated April 24, 1996,
April 15 and June 13, 1997.

The supplemental applications provide for:

S-009: Formulation Revision - reformulation of the
product. ’

S-011: Control Revision -

S-012: Expiration Date - 18 months for S-009.

S-013: Labeling Revision - to reflect formulation

revision (S-009).

We have completed thevreview of these supplemental applications,
and they are approved. ‘

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81. ' ’



The material submitted is being retained in our files.

Sincerely yours,
4 Fa 4 - ‘ /C)//97
. / £/ o

Frank O. Holcombe, Jr., Ph.D.
Director _ '
Division of Chemistry II
Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS way
ON CRIGINAL
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'LORTAB®
Elixir

BITARTRATE AND
ACETAMINOPHEN
ELIXIR

1.5 mg/500 g per 15 ml
*Waraiog: May be habit
formlag.

I 1997

ocT

BESCRIPTION: T
Hydracodons bitartrate and. aget-
aminophen is supplied in Nquid
form for oral administratiop. . Sl
Hydrocodons bitartrate is an oploid
anaigesic and antitussive and
oceurs-as-fine, white crystals or
asacrystaliing powder. It is affected
by light. The chemical name Is
Soepoxy-3-metimay-17-methyl-

CigHaiNOy o CH:05027/,4,0
M.W. 484 50
Acetaminaphen, 4'-hydroxyacet-
anilide, a slighlly bitter, white,
odorless, crystatline powder, is a
fon-opiale, non-salicylate anal-
gesic and antipyretic. It has the

following structural formifa:

CH,CONH: -OH
CgHgho, MW. 151.17
Lortab Efixir contains;

Per Per
SmL 15mL
Hydrocodone -. . .

Bilatrate ....25mg 75 mg
(Waming: May be habit forming)
Acetaminophen 167 mg 500 mg
Alcohol ... ... . % %

Inaddition, the tiquid contains the fol-
lowing inactive ingredients- eﬁnc acid

in sodium, sorbito! solution,
sucrose, with D&C Yellow #10 and
FD&C Yeliow #6 as coloring and naty-
12l and atificial flavoring,
CLINICAL PHARMACOLOGY:
Hydrocodone'is a semisynthetic nar-
colic analgesic and antitussive with
muttiple actions qualitatively simi-
ar o those of codeine. Most of thesa
invalve the central nervous system
and smooth muscle. The precise
mechanism of action of hydiocodone
and other opiates is not known,
although it is believed to refate to
the existence of opiate receptors in
the central nervous system. In addi-
lion to analgesia, narcotics may
produce drowsiness, changes in
mood and menial clouding.
The analgesic action of acetamin-
ophen involves peripheral influences,
but the specific mechanism is as
yet undetermined. Antipyrelic activ-
ity is mediated theough fypothalami
heat regulating centers, Acetamin-
ophen-inhibits prostaglandin syn-
thetase. ic doses of acel-
aminophen have negligible effects
on the cardiovascular o respiratory
Systems; however, toxic doses may
cause circulatory failure and rapid,
shallow breathing. .
Pharmacekizetics: The behay-
for of the individuat components
is described below,

: -Following 2 10 mg

oral dose of hydrocodone admin-
istered to five adult male subjects,
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yet undetermined. Antipyretic activ-
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aminoghen have negligible effects
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systems; however, toxic doses may

cause circulatory failure and rapid,

shallow breathing.

Pharmacokinstics: The behav-

jor of the individual components

is described below.

., Hydrocodone: Following a 10 mg

oral dose of hydrocodone admin- N
istered to five adult male subjects,

the mean peak concentration was
23.6+5.2 ng/mL Maximym serum

levels were achieved at 1.3 £ 0.3

hours and the haif-lite was deter-

mined to be 3.8 + 0.3 hours.
Hydrocodone exhibits a complex

pattem of metabolism including 0- .
demethylation, N-demethylation and \
6-kelo reduction fo the corre-
sponding 6-o- and 6-f-hydroxy=
metabolites.

See OVERDOSAGE for toxicity
information. .
Acetaminophen: Acetaminophen is et - .
rapidiy absorbed from the gastroin-
testinal tract and is distributed
throughout most body tissues, The

- plasma half-lite is 125t 3 hours,

but may be increased by liver
damage and following overdosage. \ [ 4

)
1

Elimination of acetaminophen is
principally by fiver metabolism
{conjugation) and subsequent renal 3
excretion of metabolites. Approx- 3
imately 85% of an oral dose ap-
pears in the urine within 24 hours - -
of administration, most as the
glucuronide conjugate, with smafl
amounts of other conjugates and
unchanged drug.
See OVERDOSAGE for, toxicity
informalion. R
INDICATIONS AND USAGE:
Lorab Etixir (Hydrocodone Bitar-
trate and Acetaminaphen Elixir) is
indicated for the relief of moder-
ate to moderately severe pain.
CONTRAINDICATIONS:
. s This product should not be admin-
.o M ; istered to patients who have previ-
oo s : ously exhibited hypersensitivity to
- L. . L hydrocodone or acetaminophen.
LT WARNINGS:

4 . . Respiratory Depresstoa: Athigh
doses or in sensitive patienls, hydro-
codone may produce dose-refated
respiratory depression by acling
directly on the brain stem respiratory
cenler. Hydrocodone also affects
Ihe center that controls respiratory
.o rhythm, and may produce irregular
. L . . and periodic breathing.

. . Head Injury and Increased
S . Intracranial Pressure: The
.- i e respiratory depressant effects of
. . . narcotics and Iheir capacity to
elevate cerebrospinal fluid pres-
sure may be markedly exaggerated
in the presence of head injury,
other intracranial lesions or a
preexisting increase in intracranial
pressure. Furthermore, narcotics
produce adverse feactions which
may obscure the clinical course of
patients with head frijuries.

Acute Abdominal Conditions:

The administration of narcotics may

obscure the diagnosis or clinical

course of patients with acute ab-
dominal conditions.
" PRECAUTIONS:

General: Special Risk Patjents:
As with any narcotic analgesic
agent, Lortab Elixir should be used
with caution in elderly or debili-
tated patients, and those with severe
impairment of hepatic or renal func-
tion, hypothyroidism, Addison’s
disease, prostatic hypertrophy or
urethral stricture. The usual precau-
tions should be observed and the
possibility of respiratory depres-
sion should be kept in mind.
Cough Reflex: Hydrocodone sup-
presses the cough reflex; as with
all narcotics. caution should be
exercised when Lortab Elixir is used
postoperatively and in patients with
pulmonary disease.
Information for Patients:
Hydrocodone, like afl narcotics,
may impair mental andfor physi-
cal abilities required for the perfor-
mance of potentially hazardous
tasks such as driving a car or oper-
ating machinery; patients should
be caulioned accordingly.

Alcoho! and other CNS depres-

sants may produce an additive CNS

depression, when laken with this

combination product, and shoutd oo

be avoided. N

Hydracodone may be habit-form-

ing. Patients should take the drug

only for as long as it is prescribed,
in lhe amounts prescribed, and no
more frequently than prescribed.

Laboratery Tests: in patients
ﬂ'[h severe hepatic or renal disease,
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patients with head-injuries.
Acate Abdominal Conditions:
The administralion of narcolics may
obscure the diagnosis or clinical
course of patients with acute ab-
dominal conditions.
PRECAUTIONS:

General: Speclal Risk Patients:
As-with any narcotic analgesic
agent, Lortab Etixir should be used
with caution in elderly or debili-
tated patients, and those with severe
impalrment of hepatic or renal func-
tion, hypothyroidism, ‘Addison’s
disease, prostatic hypertrophy or
urethral stricture. The usual precait-
tions should be abserved and the
possibility of respiratory depres-
sion should be kept in mind.
Cough Reflex: - Hydrocodone sup-
presses the cough reflex; as with
all narcotics, caution should be
exercised when Lortab Elixir is used
posloperatively and In patients with
pulmonary disease:
informstion for Patients:
Hydrocodone, like all narcatics,
may impair mental and/or physi-
cal abilities required for the perfar-
mance of potentially hazardous
tasks such as driving a car or oper-
ating machinery; palients shoutd
be cautioned accordingly.
Algohol and other CNS depres-
sants may produce an additive CNS
depression, when taken with this
combination product, and shoutd
be avoided. o K
Hydrocodone may be habit-form-

ing. Patlents should take the drug .

only for as long as itis prescribed,
In the amounts prescribed, and no
more frequently than prescribed.
with severs hepatic of renal disease,
effects of therapy should be moni-
tored with serial fiver and/or renal
function tests.
Orig Interactigus: ' Patlents
receiving narcotics, antinistamines,
antipsychotics, antianxiety agents,
or othier NS depressants (includ-
ing alcohol) concomitantly with
Hydrocodone Bitartrate and Acet-
aminophen Elixir may exhibit-an
additive CNS depression. When
combined therapy is contemplated,
the dose of one or both agents
should be reduced. .
The use of MAO Inhibitors or tri-
cyclic antidepressants with hydro-
codone preparalions may increase
the elfect of either the anlidepres-
sant or hydrocodone.
Drag/Laberatory Test luter-
actions: Acetaminophen may pro-
duce false-positive test results for
winary 5-hydroxyindoleacelic acid.
M

utagenesis,
Impalrment of Fertility: No
adeguate sludies have been con-
ducted in animals to determine
whether hydrocodone or acetamin-
ophen have a potential for carcino-
genesis, mutagenesis, of impair-
ment of ferifity.
Pragnancy:
Teratogenic Effects: Pregnancy
Category C: There are no adequate
and well-controlled studies in preg-
nant women, Lortab Elixir should
be used during pregnaacy only if
the potential benefit justifies the
potential risk to the fetus.
Nonteratogenic Effects: Babies
porn to moihers who have been
taking opioids regularly prior to
delivery will be physically depen-
dent. The wilhdrawal signs include
iirilability and excessive crying,
tremors, fyperactive reflexes, in-
creased respiratory rate, increased
stools, sneezing, yawning, vomit-
ing, and fever. The intensity of the
syndrome does not always corre-
Jate wilh the duration of maternal
opioid use or dose. There is no
consensus on the best method of
managing withdrawal.
Labor and Belivery: As with
all narcotics, administeation of this
product o the motfier shortly before
delivery may result in some degree
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of respiratory depression in the
newbom, especiatly if higher doses
are used.

Sarsing Mothers: - Acctamino-
phen is excreted In breast milk in
small amounts, but the significance
of its effects on nursing Infants is
not known. It is not known whether
hydrocodone [s excreted in human
milk. Because many drugs are
excreted in human mitk and
because of the potential for seri-
ous adverse reactions 'In nursing
infants from hydracodone and
acetaminophen, a decision should
be made whether to discontinue
nursing of te discontinue the drug,
taking into account the importance
of the drug to the mother.
Pedlatric Use: Safety and effec-
tiveness in the pediatric popula-
tion have not been established.
ADVERSE REACTIONS:

The most frequently reported ad-
verse reactions are lightheaded-
“ness, diziness, sedation, nausea
and vomiting. These effects seem
to be more prominent in ambula-
tory than in non-ambulatory
patients, and same of these adverse
reactions may be alleviated if the
patient lies down.

Other adverse reactions include:
Central MNervous System:
Drowsiness, mental clouding, leth-
argy, impairment of mental and
physical performance, anxiety, fear,
dysphoria, psychic dependence,
moad changes.
Gastroiatestinal System: Pro-
longed administration of Lortab
Efixir may produce constipation.
Genltonrlnary System: Ursteral
spasm, spasm of vesical sphinc-
ters and urinary retention have been
reported with opiates.
Resplratory Depression: Hy-
drocodone bitartrate may produce
dose-related respiratory depres-
sion by acting directly on the brain
stem respiratory centers (see OVER-
DOSAGE).

Dermatologleal: Skin rash,
pruritis

The following adverse drug events
may be borne in mind as poten-
tial effects of acetaminophen: aller-
gic reactions, tash, thrombocy-
topenia, agranulocytosis.
Potential effects of high dosage are
listed in the OVERDOSAGE section.
ORUG ABUSE AND DEPEN-
BENCE: .
Controlled Substance: Lortab
Elixr (Hydrocodone Bitartrate and
Acetaminophen Elixir) is classified as
a Schedule Ul controlled substance.
Abass and Dependence: Psy-
chic dependence, physical de-
pendence, and tolerance may de-
velop upon repeated administra-
tion of narcotics; therefore, this
product should be prescribed and
administered with caution. How-
ever, psychic dependence is
unlikely to develop when Hydro~
codone Bitartrate and Acetamin-
ophen Elixic-Is used for a short
time for the treatment of pain.
Physical dependence, the condl-
tion in which continued adminis-
tralion of the drug is required to
prevent the appearance of a with-
drawal syndrome, assumes clfni-
cally significant proportions only
after several weels of continved
narcotic use, although some mild
degree of physical dependence may
develop after a few days of narcotic
therapy. Tolerance, in which
increasingly large doses are re-
quired in order to produce the same
degree of analgesia, is manifested
initialiy by a shertened duration of
analgesic effect, and subsequentty

. by decreases in the intensity of

-
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{  Physical dependence, the condi-
tion in which continued adminis-
tration of the drug is required to
prevent the appearance of a with-
drawal syndrome, assumes cfini-
cally signiticant proportions only
after several weeks of conlinued
narcatic vse, although some mild
degree of physical dependence may
davelop after a few days of narcotic
therapy. Tolerance, in which
{ncreasingly large doses are re-
quired in order to produce the same
degree of analgesia, is manifested
initially by a shortened duration of
analgesic effect, and subsequently ‘
by -decreases in the intensity of
analgesia. The rate of development
of tolerance varies among patients.
OVERDOSAGE:
Following an acule overdosage,
toxlcity may result from hydro-
codone or acetaminophen.
Sigas apd Symptoms:
Hydrocodone:  Serious overdose
with hydrocoedone is characterized
by respiratory depression (a de-
crease in respiratory rate and/or
tidal volume, Cheyne-Stokes respi-
ration, cyanosis) extreme somng-
lence progressing to stupor or
coma, skeletal muscle flaccidity,
cold and clammy skin, and some-
times bradycardia and hypoten-
sion. In severe overdosage, apnea,
circulatory collapse, cardiac arrest 1
and death may ocer. N\
Acetaminophen: In acetaminophen
overdosage: dose-dependent, po-
tentially fatal hepatic necrosis is
the most serious adverse affect.
Renal tubutar necrosls, hypo-
glycemic coma, and thrombo- -
cytopenia may also eccur.
Early symptoms following a poten-
- Hally hepatotoxic overdose may in-
. clude: nausea, vomiting, diaphor-
esis and generdl malaise. Clinlcal
. and laboratory evidence of hepatic ¥
toxicity may not be apparent uatil \
48 to 72 hours post-ingestion. - A
in aduts, hepalc toxicly hes rarely A
been reported wilh acute ovérdoses . ?
of less than 10 grams, of fatali-
ties with fess than 15 grams.
Treatment: A single or multiple
overdose with hydrocodone and
‘ acetaminophen is a potentially

|
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tethal potydrug overdose, and Gor-
sultation witht a regional polson
controt center is recommended.
Immediate treatment includes sup-
i port of cardiorespiratory function
i and measures 10 reduce drug ab-
. sorption. Vomiting should be in-
duced mechanically, or with syrup
| of ipecac, if the patient is alert
| {adequate pharyngeal and laryngeal
i reflexes). Oral activaled charcoal
(1 ofkg) should follow gastric
. emplying. The first dose should
| be accompanied by an appropriate
. cathattic. It repeated doses are
i used, the cathartiic might be included
with alternate doses as required-
Hypotension is usuatly hypovolemic
and should respond to fluids.
. Vasopressors and other supportive
i measures should be employed as
! indicated. A cuffed endo-tracheal
" tube should be inserted before
gaslric lavage of the unconscious
patienl and, when necessary, to
provide assisted respiration.
Meliculous atlention should be given
to maintaining adegquate pulmonary
ventilation. in severe cases of intox-
ication, peritoneal dialysis, or prefer-
ably hemodialysis may be consid-
ered. if hypoprothrombinemia
oceurs due 1o acetaminophen over-
dose, vitamin K should be admir-
istered intravenously.
Naloxone, a narcotic antagonist,
can reverse respiratory depression
and coma associated with opioid
overdose. Naloxone hydrochloride
0.4 mg to 2 mg is given parenter-
- i ally. Since the duration of action
1 of hydrocodone may exceed that of
the naloxone, the patient shouid be
kept under continuous surveillance
and repeated doses of the antago-
nist should be administered as
i neededto maintain adequate respi-
" ration. A narcotic antagonist shoufd
~ not be administered in the absence
of clinically significant respiratory
or cardiovascular depression. -
if the dose of acetaminophen may
have exceeded 140 mg/kg, acetyl-
i cysteine should be administered
T as early as possible. Serum
acetaminophen levels should be
obtained, since levels four or more
x| . tours foltowing ingestion help
: | predict acetaminophen toxicity. Do
not await acetaminophen assay . e, 4
results before initiating freatment.
Hepatic enzymes should be ob- -
tained initially, and repeated at 24-
hour intervals.
Methemoglobinemia over 30% should
be trealed with methylene blue by
slow intravenous administration. - .
. The toxic dose for adults for acet-
. aminophen is 10 g. -
DOSAGE AND ADMINISTRA-
TIoN: h
! Dosage should be adjusted accord-
H . ing to severity of pain ard response
. of the patient. However, it should
A ) be kept in mind that tolerance to
- tydrocodone can develop with con-
-4 linued use and thal the incidence
: of untoward effects is dose related.
“ 1 Theusual adult dosage s one table-
- snoonful everv four to six hours as




Meticulous attention should be given
to maintaining adequate pulmonary
ventilation. In severe cases of intox-
ication, peritoneal dialysis, or prefer-
ably hemodialysis may be consid-
ered.  If hypoprothrombinemia
occurs due 10 acetaminophen over-
dose, vitamin K should be admin-
istered intravenously.

Naloxone, a narcotic antagonist,
€an reverse respiratory depression
and.coma assoclated with oploid
overdose. Naloxone hydrochloride
0.4 mg to 2 my s given parentesr-
ally. Since the duration.of action
of hydrocodone may exceed that of
the naloxone, the patient should be
kept under continuous survelliance
and repeated doses of the antago-
nist should be administered as
needed to maintain adequate respi-
ration. A narcotic antagonist should
niot be administered in the absence
of clinfcally significant respiratory
or candiovascular depression.

1f the dose of acetaminophen may
have exceeded 140 mg/kg, acetyl-
cysteing should be administered
as early as possible. Serum
acetaminophen levels should be
obtzined, since tevels four or more
haurs. following ingestion help
predict acetaminophien toxicity. Do
not await acetaminophen assay
results before initiating treatment.
Hepatic enzymes should be ob-
tained Inktially, and repeated at 24-
hour Intervals. .-

be_ treated with methylene biue by
The toxic dose for aduls for ac
aminophen s 10g. =
BOSAGE AND. ADMINISTRA-
Dosage should be adjusted accord-
ing to severity of pain and response
of the patient. However, it should
be kept in mind that tolerance to
hydrocodone can develop with con-
tinued use and that the incidence
of untoward effects Is dose related.
The usual adult desage is one table-
spoonful every four to six hours as
nieeded for pain. The total dally dose
should not exceed 6 tablespoonfuls.
HOW SUPPLIED:

Lortab® Elixir (Hydrocodone Bitar-
trate and Acetaminophen Elixir) is
a yeliow-colored tropical fruit punch
flavored liquid containing hydro-
codone bitartrate 7.5 mg (Warning:
May be habit forming) and
acetaminophen 500 mg per 15 mL,
with 7% alcohol. - It is supplied
in containers of 1 pint (473 mL)
NDC 50474-909-16.

Storage: Store at controlled room
femperature, 15°-30°C (59°-86°F).
Dispense in atight, light-resistant
container with a child-resistant
closure. .-

CAUTIONM: Federal law prohibits
dispensing without prescription.
A Schedule CHlI Narcotic.

e

Manufactured For:
UCB PHARMA, [NC.
Allanta, GA 30080

Manufactured By:
IKART, INC.
Atlanta, GA 30318

Revised 12/96
Code 707A00
P/ 6H12120
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

'ANDA Number: 81-051/S-013

Date of Submission: June 13, 1997

1shedName i Hydrocodone B:.tartrate and
: Acetaminophen Elixir 7.5 mg/ 500 mg
per 15 mL o

From a labeling standpoint, this supplement is Satisfactory’for"*” .
approval.

APPROVAL SUMMARY (List the package size, strength(s), and date of -
submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes

Professional Package Insert Labeling:
‘Satisfactory for approval with June 13, 1997 submission.

FOR THE RECORD: (brought forward from previous reviews)

1. This is a combined chemistry and labellng supplement
for a reformulation involving changes 1n inactive
1ngred1ents.

2+ 7 The 1nsert was the only labellng affected by thlS :
;rev151on.w The model for the labeling is the Labellng
Guidance for Hydrocodone Bitartrate and Acetaminophen
Tablets USP; Revised 4/94.

3. The alcohol content of the drug product is correct
’ according to the chemist. See first labeling review,
'NOTE TO CHEMIST.

4. The firm has satisfactorily revised the DESCRIPTION"
section of the package insert to reflect the addltlon
of "' ———ee as an inactive 1ngred1ent.'



. " 5. Telephoned firm on June 9, 1997 to request nine -
S S ~additional copies of FPL. Had submitted only 3 in -
| . April 15, 1997 submission. : .
Date of Review: September 3, 1997

Date of Submission: June 13, 1997

" Primary Reviewer: Adolph Vezza : .. Dates

| | !c:/ B W/é?
Team Leader: . >Char11e ?opp Q,ﬁ'

j%i

‘cc: ‘ANDA 81-051/S-013
Division File
HFD-613 /AVezza/CHoppes (no cc:)

njg/9/4/97/X \NEW\FIRMSAM\MIKART\LTRS&REV\B1051813 APL
Review of Supplement

APPEARS THIS WAY
‘ON ORIGINAL

T



" REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 81-051/S-013
Date of Submission: April 15, 1997
Applicant’s Name: Mikart, Inc.

Established Name: Hydrocodone Bitartrate and Acetaminophen Elixir .
7.5 mg/500 mg per 15 mL

Labeling Deficiencies:
1. INSERT

Satisfactory in final print. However, we note you have
submitted three copies of final printed labeling. We
require 12 final printed copies for approval. Prepare
and submit 9 additional copies.

Please submit 9 additional copies of final printed labeling.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

Office of/Gener Drugs
Center for Drug E uation and Research



- APPROVAL SUMMARY (List the package size, strehgth(s), and date of
submission for approval):

bo youyhave 12 Final Printed Labels and Labeling? No

Professional Package Insert Labeling: Only 3 inserts submitted.
Telephoned firm June 9, 1997 to inform firm.

FOR THE RECORD:

1.

This is a combined chemistry and labeling supplement
for a reformulation involving changes in inactive
ingredients.

The insert was the only labeling affected by this
revision. The model for the labeling is the Labeling
Guidance for Hydrocodone Bitartrate and Acetaminophen
Tablets USP; Revised 4/94.

The alcohol content of the drug product is correct

according to the chemist. See first labeling review,
NOTE TO CHEMIST.

This comment brought forward from previous FTR:

The firm has satisfactorily revised the DESCRIPTION

section of the package insert to reflect the addition
__—-—'—“-\__ﬁ_\

of " T , as an inactive ingredient.

Telephoned firm on June 9, 1997 to request nine
additional copies of FPL.

Date of Review: June 9, 1997 for Jackie White

Date of
'M"fPrlmary Reviewe
Secondary Rev1e7

Team Leader:

Submission: April 15, 1997

x|
l% o G |9 (a5
er o , Dat
Sl | /eS/ ?7
vy Date:
" IS )57

/

/

v
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REVIEW OF PROFESSIONAL LABELING # 1
SUPPLEMENT
DRAFT - Insert Labeling
DATE OF REVIEW: April 23, 1996
ANDA #: 81-051/5-013
NAME OF FIRM: Mikart, Inc.

NAME OF DRUG: Hydrocodone Bltartrate and Acetamlnophen E11x1r
, 7.5 mg/500 mg per 15 mL :

DATE OF SUBMISSION: September 6, 1995

COMMENTS:

INSERT:

1. GENERAL COMMENT
The established name for this drug product is "Hydrocodone
Bitartrate and Acetaminophen Elixir (capital "B"). Please
revise throughout the text of the insert.

2. DESCRIPTION

a. Revise the molecular weight of acetaminophen t;;ﬁf;r
151.17 as per USP 23. gl

b. Align the quantities of active ingredientgjggébe under
the proper per mL heading. _

RECOMMENDATICNS:
1. Inform the firm of the above comments.

2. Request the firm revise their insert labeling , then
prepare and submit final print.

NOTE TO CHEMIST:

Has the firm accuratq&expressed the alcohol content of this

drug product (7%)? }/55 L. /é
FOR THE RECORD:

" The firm has satisfactorily revised the DESCRiPTIQN section
of the package insert to reflect the addition of
' as an inactive ingredient.

Adolph Vezza
H‘p;&»ﬁﬂz
T~ Aooit A 9 (2) ;
j:&#gwA%% Qﬁhﬂ(dléﬂfd tvéﬁﬁxoﬂl {.Ldéﬂd Y.
ﬂA“J”L 4 oA p¢‘““} lm‘éﬂﬁflAlgﬁ e




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

81-051/ S-009; S-011; S-012; S-013

CHEMISTRY REVIEW(S)



. 'ANDA 81-051/S-009, S-011, S-012, S-013 (1st review)

NAME AND ADDRESS OF APPLICANT:
Mikart, Inc.

1750 Chattahoochee Avenue, N.W.
Atlanta, GA 30318-2112

PURPOSE OF AMENDMENT/SUPPLEMENT

8-009: :
Formulation Revision - reformulation of the product.

8-011: '

Control Revision - ———

. _M""‘“'-WWH L :
8-012: ' o

Expiration Date - 18 months for S-009.

8-013: ' :

Labeling Revision - to reflect formulation revision (5-009).

DATE(S) OF SUBMISSION(S)

Firm: 9/6/95 - Original supplement
FDA: 12/7/95 - Bio. def. letter.
PHARMACOLOGICAL CATEGORY TRADE NAME NONPROPRIETARY NAME
Relief of moderate to None Hydrocodone Bitartrate
moderately severe pain and Acetaminophen
DOSAGE FORM POTENCY RX OR OTC
Elixir 7.5 mg/500 mg per 15 mL R
SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A 81-226 (500 mg/5 mg per 15 mL) N/A

89-557 (500 mg/5 mg per 15 mL)
LABELING - Not Satisfactory

For S-013:
*%% Tnsert: Not satisfactory per Avezza 4-24-96

BIOEQUIVALENCY STATUS - Not Satisfactory

For 8-009: '
Letter from Bio. requesting evidence demonstrating in vivo
biocavailability or information to permit waiver.

#%%* Pending response to Bio. letter.

ESTABLISHMENT INSPECTION - N/A

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS -




Redacted =

- pages of trade
~ secret and /or
‘confidential
‘commercial

information



ANDA 81-051/S-009, S-011, S-012, S-013 (2nd rev1ew)

NAME AND ADDRESS OF
Mikart, Inc.

APPLICANT'

1750 Chattahoochee Avenue, N.W.
Atlanta, GA 30318-2112

PURPOSE OF AMENDMENT/SUPPLEMENT

8-009:

Formulation Revision - reformulation of the product.

5-011:

Control Revision -

PR R REITRITTN

s-o12-fﬁ~

‘ 8-013'

Labeling Revision - to reflect formulatlon revision (S-OOQ);

Expiration Date -.18 months for .s- 009..Anw¢w;uo$

DATE(S) OF SUBMISSION(S '
Firm: 9/6/95 - Original supplement.

4/24/96 - Respons to Bio. letter.
4/15/97 - Response to 1st def. letter (chem. &
labeling).
6/13/97 - Response to phone memo, labeling.
FDA: 12/7/95 - Bio. def. letter.

g 5/14/96 - 1st def. letter (chem. & labeling).
9/13/96 - Bio. review, waiver granted.
PHARMACOLOGICAL CATEGORY TRADE NAME NONPROPRTIETARY NAME

Relief of moderate to None Hydrocodone Bitartrate

moderately severe pain and Acetaminophen

DOSAGE FORM POTENCY RX OR OTC
Elixir 7.5 mg/500 mg per 15 mL R

SAMPLES RELATED IND/NDA/DMF ' STERILIZATION
N/A 81-226 (500 mg/5 mg per 15 mL) . N/A

89-557 (500 mg/5 mg per 15 mL)

" LABELING - Adolph Vezza on 9/3/97

" For 8-013:

Insert: Satlsfactory in FPL.

BIOEQUIVALENCY STATUS - Satlsfactory

For 5-009:

Waiver of in vivo bioequivalence study requlrements granted
on 9/13/96 by Larry Ouderkirk.

ESTABLISHMENT INSPECTION - N/A



Redacted >

pages of trade '

- secret and /or
‘confidential
‘commercial

information



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

81-051/ S-009; S-011; S-012; S-013

CORRESPONDENCE



' | . A PTs wilh i aubrs,
MIKART, INC. . 3PPy uh o
" PHARMAGEUTICAL MANUFACTURERS =« W | ’SA”«IJ
/w/nwf - aﬁ

June 13,1997 W w Y7

Jublirg, 67 FPC
Mr. Douglas Sporn, Director ?ﬁ(\ 6]/3/ SUPPLAMEM

Office of Generic Drugs ' 54-@/3 A
Document Control Room
Center for Drug Evaluation and Research

Food and Drug Administration
.~ Metro Park North Il (MPN II) -
.Room 150
7500 Standlsh Place
Rockville, MD 20855-2773

‘Re:  ANDA 81-051 Hydrocodone Bitartrate and Acetaminophen Elixir 7.5 mg/500 mg per 15 mL
TELEPHONE AMENDMENT TO A SUPPLEMENTAL APPLICATION S-013
Dear Mr. Sporn:

("_ " Per the telephone request of Ms. Carol Holquist, Mikart is resubmitting nine copies of final printed
insert labeling.

Thank you for your cooperation in the review of this material.

Sincerely,

JWJ

e Cerie B. McDonald - o _A P i g e e b S
Executive Vice- Presndent . ‘ '
CBM/ag

Enc.

RECEIVED
JUN 19 1997
~ GENERIC DRUGS

1750 CHATTAHOOCHEE AVENUE, N.W., ATLANTA, GEORGIA 30318-2112 PHONE: 404-351-4510 FAX: 404-350-043:



MIKART,; INC.
PHARMACEUTICAL MANUFACTURERS

April 15, 1997

Mr. Douglas Sporn, Director

Office of Generic Drugs !

Document Control Room JE@Q A7, Vol Ari

Center for Drug Evaluation and Research ”

Food and Drug Administration Jeof? s 4 J\/ 2% A

Metro Park North I (MPN II) = RTINS0

Room 150 6N '\Q- ~ ) e

7500 Standish Place INTT B .

Rockville, MD 20855-2773 L3 o \ "
| )

(u})} Q4
Re:  ANDA 81-051 Hydrocodone Bitartrate and Acetaminophen Elixir - w\q

7.5 mg/500 mg per 15 mL
MINOR AMENDMENT TO SUPPLEMENTAL APPLICATIONS S-009, S-011, S-012
AND S-013

Dear Mr. Sporn:

Mikart has received your letter of May 9, 1996 regarding the above supplemental applications. We
would like to respond now to the issues raised. We have used the outline of your letter to organize
our response. With the submission of this information, there are no longer any outstanding
deficiencies, and we respectfully request that these supplemental applications be approved.

‘Thank you for your cooperation in the review of this material. Please feel free to contact us should
you require any additional information.

Cerie B. McDonald
Executive Vice-President -

BRECEIVED

(FBM/ag APR 2 11007

7]

FaTal

GENERIE Dubs

4-7f

1750 CHATTAHOOCHEE AVENUE, N.W., ATLANTA, GEORGIA 30318-2112 PHONE: 404-351-4510 FAX: 404-350-0432



ANDA 81-051/S-009, S-011, S-012, S-013

Mikart, Inc.

Attention: Cerie B. McDonald Coa
1750 Chattahoochee Avenue, N.W. MAY |4 1996
Atlanta, GA 30318-~-2112

Dear Madam:

This is in reference to your supplemental new drug applications
dated September X6, 1995, submitted pursuant to 21 CFR 314.70,
regarding your abbreviated new drug application for Hydrocodone
Bitartrate and Acetaminophen Elixir, 7.5 mg/500 mg per 15 mL.

The supplemental applications provide for:

S-009: Formulation Revision - reformulation of the
product.
S-011: Control Reviéion b e -

st .

S-012: Expiration Date - 18 months for S-009.

S-013: Labeling Revision - to reflect formulation
revision (S-~009).

The supplemental applications are deficient and, therefore, not:

approvable under Section 505 of the Act for the following
reasons:

A. Chemistry Deficiencies
For S-009:

Please respond to the incomplete submission letter
dated December 7, 1995 from the Division of

Bioequivalence. Until you have satisfactorily address
this issue raised in that letter, this supplement will

4 5.

remain deficient. Please do not respond to this letter

until the bioequivalence issues have been addressed.

For S-011:

ﬁdﬁy\
-
§
{




ANDA 81-051/S-009, S-011 2 S$-012, Ss-013

A

For S-012:

B.. Labeling Deficiencies For S-013:
INSERT:
1. GENERAL COMMENT

The established name for this drug product is
"Hydrocodone Bitartrate and Acetaminophen Elixir
(capital "B"). Please revise throughout the text of
the insert.

2. DESCRIPTION:

a. Revise the molecular weight of acetaminophen to be
151.17 as per USP 23.

b. Align the quantities of active ingredients and
percent alcohol to be under the proper per nL
heading.

Please revise your insert labeling , then prepare and submit
final print.

The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw these supplemental
applications. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for
review, nor will the review clock be reactivated until all
deficiencies have been addressed.

The responses to this letter will be considered as MINOR
amendments and should be so designated in your cover letter. You
have been notified in a separate letter of deficiencies
identified in the bioequivalence portion of your supplemental



ANDA 81-051/S-0O9, S-011 3 §-012, S-013

application. If you have substantial disagreement with our
reasons for not approving these supplemental appllcatlons, you
may request an opportunity for a hearing.

Sincerely yours,

R A Y.,

Fraﬁk 0. Holcombe, Jr}, Ph.D.
Director :
Division of Chemistry II
... Office of Generic Drugs . ..
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL



MIKART, INC. I A (]
PHARMACEUTICAL MANUFACTURERS W i\ae
| o J 6\9\
April 24, 1996 RECE; VED
- Mr. Douglas Sporn, Director | 'APR 30 1996
Office of Generic Drugs
Center for Drug Evaluation and Research GENELIN ryens e
Food and Drug Administration ' Ei‘q&" e {‘PHQ ("S
Metro Park North I (MPN II) :  —
Room 150 o | /M/ﬁ/
7500 Standish Place ' 5775 2 M

Rockville, MD 20857-2773
Re:  ANDA 81-051 Hydrocodone Bitartrate and Acetanﬁnopheh%'\ﬁlixir 7.5 mg/ 500 mg per
' 15 mL o L :
AM]VIENDEI\/[ENT TO_SUPPLEMENT 009

" Dear Mr. Sporn:

In résponse to your letter dated December 7, 1995 Mikart would like to. submit the
following information to permit the FDA to waive in vivo bioavailability studies (21 CFR 320.22).

1. A side-by-side comparison of the:

new proposed formula;

old formulation;

the reference listed drug; and

all, if any previous changes to the formulation,

ao o

2. A physicochemical comparison, comparing the appropriate physicochemical
properties (i.e., pH, viscosity, osmolarity) for the:

a. New propsosed formulation
b. Old formulation
c. The reference listed drug

3. A request fof a waiver of in vivo bioequivalence as specified under 21 CFR
320.22 ' :

Cerie B. McDonald

Executive Vice-President , ) %

Sl April, 1996 _
| - N~

PHONE: 404-351-4510 FAX: 404-350-0432

R

1750 CHATTAHOOCHEE AVENUE, N.W., ATLANTA, GEORGIA 30318-2112



ANDA 81-051/S-009

DEC 7 1995

Mikart, INC

Attention: Cerie B. McDonald
1750 Chattahoochee Avenue N.W.
Atlanta, Georgia 30318-2112

Dear Sir/Madam

Reference 1is made to the following supplemental applications
submitted September 6, 1995, for Hydrocodone Bitartrate and
Acetaminophen Elixir 7.5 mg/500 mg per 15 mL. This correspondence
is specific for the formulation revision supplement (S-009):

S-009 Formulation Revision
S-010 Package Revision
S-011 Control Revision
S-012 Expiration Date
S-013 Labeling Revision

The Office of Generic Drugs has pre-reviewed the submitted data and
determined that the data submitted to support the proposed
formulation revision (S-009) is not complete for the following
reason:

The data submitted to support the requested change failed to
include the bioequivalence data, as specified under 21 CFR
320.21(c), which specifies that any person submitting a
supplemental application to the Food and Drug Administration (FDA)
shall include in the application either:

1. Evidence demonstrating the in vivo bioavailability of the
drug product (21 CFR 320.24);

2. Information to permit FDA to waive the submission of
evidence demonstrating in vivo bioavailability (21 CFR
320.22).

Until such data is submitted the bloequlvalence assessment of your
proposed change cannot be made.



Please be advised that a request for a wavier of 1in vivo
bioequivalence should contain at a minimum the following
information:

1. A side-by-side formulation comparison of the:

a. new proposed formulation;

b. old formulation;

c. the reference listed drug; and

d. all, if any previous changes to the formulation.

2. A physicochemical comparison, compariné the appropriate
physicochemical properties (i. e., PH, viscosity, osmolarity)

for the:
S a. new proposed formulation;
b. old formulation; and

c. the reference listed drug

3. A request for a waiver of in vivo bioequivalence as specified
under 21 CFR 320.22

As described under 21 CFR 314.97 an action which will amend this
supplemental application is required, if you have any questions,
please call Jasen A. Gross, Pharm.D., at (301) 594-2290. In future
correspondence regarding this issue, please include a copy of this
letter. '

Slncerely yours,

L Kelgﬁﬁi( ChéﬁT\Ph{p.

Director, Division of Bloequlvalence
Office of Generic Drugs
Center for Drug Evaluation

and Research

/
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MIKART, INC.

PHARMACEUTICAL MANUFACTURERS

September 6, 1995

Mr. Charles Ganley, Acting Director

Office of Generic Drugs :
Center for Drug Evaluation and Resgarc wd%?

Food and Drug Administration
‘Metro Park North II (MPN II) ‘
Room 150
7500 Standish Place - : ‘ (2}\) % )"Zi GENERIC DHUGS
Rockville, MD 20857-2773 5 ,ﬂ\q
L \'*\’
Re: ANDA 81-051 Hydrocodone Bitartrate and inophen Elixi
, 7.5 mg/500 mg per 15 mL. MR . _REF. KO. SC/”Q‘
NDA SUPPL FOR 5751'%%“‘&\;9 Tt
SUPPLEMENT TO AN APPROVED APPLICATION
s;u%f;&_»_mmﬁ__wx;&,:u,_§Z,u/'§
Dear Mr. Sporn: NDA SUP f(’wnﬁnwéLL

Mikart would like to supplement the above appllcatlon to prov1de
for the reformulatlon of the product and
‘ in accordance with 21 CFR 314. 70 (b) (2)

g

B IS e e X

Enclosed please find two copies of the supplemental application.
Items affected by this supplemental application have been num-
bered to agree with the corresponding sections of the ANDA.
Please note that information previously submitted in the original
application is not being resubmitted. A Table of Contents has
been included for the reviewer’s convenience. The reformulated
biobatches were manufactured following the same standard operat-
ing procedures, utilizing the same type equipment, and packaged
in the same container/closure systems as the previously approved
product.

Hydrocodone Bitartrate and Acetaminophen Elixir 7.5 mg/500 mg per
15 mL is manufactured by Mikart, Incorporated of Atlanta, Geor-
gia, in accordance with current good manufacturing practices.

Should you have any questions, please do not hesitate to call or
write. Thank you for your cooperation in the review of this
material.

Cerle B. McDonald _;§\
Executive Vice-President

117 i\

CBM/sw

]
=
Enclosures S§E:

Y

1760 CHATTAHONCHFEFR AVENIIF NW  ATEH ANTA GFOR(IA 3N31R-2112 PHONF: 404-351-4510 FAX- 404-350-043



